RhoA RGM-a SHP-1/2 BDNF Prostacyclin a b s t r a c t Damage to the central nervous system (CNS) leads to the disruption of the axonal network and causes neurological dysfunction. Recovery of neurological functions requires restoration of the axonal network; however, injured axons in the adult mammalian CNS rarely regenerate after injury. Failure of the injured axon to regenerate is attributed at least partly to the inhibitory molecules of the CNS: several proteins have been identified in the CNS that inhibit axonal regeneration. In addition, the molecular mechanisms underlying the manner via which these inhibitors prevent axonal regeneration have been clarified. The neutralization of nonpermissive substrate properties of the CNS has been shown to promote axonal regeneration in an animal model of CNS injury. Drugs that promote axonal regeneration, some of which have undergone clinical trials, have been developed by pharmaceutical companies. However, spontaneous functional recovery occurs sometimes after CNS injury. This review will describe the new concept of the molecular mechanism of restoration of the neuronal network, with a special focus on our recent reports.
survive the initial effects of injury (Harel and Strittmatter, 2006) . However, central nervous system (CNS) axons fail to regenerate beyond the lesion site, which is in contrast with that observed in the developmental nervous system. The reasons underlying the failure of axonal regeneration have been mainly interpreted as environmental inhibitors that are inherent to the adult CNS (Yiu and He, 2006) . A rapidly growing number of reports have recently identified molecules that impede the regeneration of damaged nerve fibers.
However, increased knowledge regarding the underlying power of environmental inhibitory factors on axonal regeneration has revealed that extrinsic factors are not sufficient to explain the regenerating failure. This emerging information demands a consideration of the developmental decline in regenerative capacity, which has been pointed out as another cause of regeneration
